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Box No. I Basis of this opinion 



1. With regard to the language, this opinion has been established on the basis of the international application in the language in which it was 
filed, unless otherwise indicated under this item. 

□ 

This opinion has been established on the basis of a translation from the original language into the following language 

, which is the language of a translation furnished for the purposes of international search (under 

Rule 12.3 and 23. 1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 

a. type of material 

| | a sequence listing 

[ | table(s) related to the sequence listing 

b. format of material 

[ J in written format 

[ I in computer readable form 

c. time of filing/furnishing 

I J contained in the international application as filed. 

j | filed together with the international application in computer readable form. 

[ [ furnished subsequently to this Authority for the purposes of search. 

3. | | In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed or 

furnished, the required statements that the information in the subsequent or additional copies is identical to that in the application as 
filed or does not go beyond the application as filed, as appropriate, were furnished. 



4. Additional comments: 
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Box No. II Priority 



1. [ ~| The following document has not yet been furnished: 

[ | copy of the earlier application whose priority has been claimed (Rule 43bis.l and 66.7(a)). 

[ ~| translation of the earlier application whose priority has been claimed (Rule 43bis.l and 66.7(b)). 

Consequently it has not been possible to consider the validity of the priority claim. This opinion has nevertheless been established on 
the assumption that the relevant date in the claimed priority date. 

2. f 1 This opinion has been established as if no priority had been claimed due to the fact that the priority claim has been found invalid 
(Rules 43bis.l and 64.1). Thus for the purposes of this opinion, the international filing date indicated above is considered to be the 

relevant date. 



3. Additional observations, if necessary: 



Form PCT/ISA/237 (Box No. II) (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 

PCT/FR2004/001470 



Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be industrially 
applicable have not been examined in respect of: 

□ the entire international application 

1^3 claims Nos. 9 (in part) , 16 



because 

□ 



the said international application, or the said claims Nos. 

relate to the following subject matter which does not require an international preliminary examination {specify): 

See supplemental sheet 



□ 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



the claims, or said claims Nos. 9 

by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 16 



are so inadequately supported 



f 1 the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Annex C of the Administrative 
' ' Instructions in that: 

□ 

has not been furnished 

□ 

does not comply with the standard 

□ 

has not been furnished 

□ 

does not comply with the standard 

| | the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do not comply with the 
technical requirements provided for in Annex C-bis of the Administrative Instructions. 

□ 

See Supplemental Box for further details. 



Instructions in that: 
the written form 

the computer readable form 
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Box No. V 



Reasoned statement under Rule 43bis.l(a)(i) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 



Novelty (N) 



Inventive step (IS) 



Industrial applicability (IA) 



Claims 
Claims 



Claims 
Claims 



Claims 
Claims 



10-15, 17 



10-15, 17 



1-15, 17 



YES 
NO 



YES 
NO 



YES 
NO 



2. Citations and explanations: 

1 Reference is made to the following documents in the 

present notification : 



Dl: SUN J-S ET AL : "The influence of hydroxyapat ite 
particles on osteoclast cell activities" 
JOURNAL OF BIOMEDICAL MATERIALS RESEARCH 15 JUN 
1999 UNITED STATES, vol. 45, no. 4, 15 June 
1999 (1999-06-15), pages 311-321, XP002305029 
ISSN: 0021-9304 

D2: LANGSTAFF S ET AL: "Resorbable bioceramics 
based on stabilized calcium phosphates. 
Part II: evaluation of biological response" 
BIOMATERIALS, ELSEVIER SCIENCE PUBLISHERS BV., 
BARKING, GB, vol. 22, no. 2, 15 January 2001 
(2001-01-15), pages 135-150, XP004236387 ISSN: 
0142-9612 

D3: ROVIRA A ET AL: "Colonization of a calcium 

phosphate/elast in-solubilized peptide -collagen 
composite material by human osteoblasts" 
BIOMATERIALS, ELSEVIER SCIENCE PUBLISHERS BV., 
BARKING, GB, vol. 17, no. 15, 1996, pages 1535- 
1540, XP004032703 ISSN: 0142-9612 
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Box No. V Reasoned statement under Rule 43bis.l(a)(i) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

2 INDEPENDENT CLAIM 1 

2.1 Document Dl, which is considered to represent the 
most relevant prior art, describes (the references 
between parentheses apply to this document) : a bone 
system model (page 312, column 1, paragraph 2; 
page 313, column 2, paragraph 2) comprising 
osteoblasts and osteoclasts (page 313, column 2, 
paragraph 2) and also a mineralized matrix 

(page 313, column 2, paragraph 2) . 

2.2 The subject matter of independent claim 1 is thus 
novel (PCT Article 33(2)) and differs from document 
Dl in that the osteoblasts are placed on said 
mineralized matrix in such a way that a confluent 
carpet and/or nodules form, and the osteoclasts are 
placed on said carpet and/or nodules. The technical 
effect that ensues from this difference is, 
according to the inventors, the following: following 
the placing of the osteoclasts on the carpet of 
osteoblasts, said osteoclasts make their way through 
the contiguous population of osteoblasts. This 
observation thus makes it possible to validate the 
model as being suitable for mimicking the bone 
system . 

2.3 Thus, the problem to be solved by the present 
invention can be considered to be that of: how to 
design a bone system which mimics the bone system? 

2.4 The solution to this problem, as proposed in claim 1 
of the present application, is considered to involve 
an inventive step (PCT Article 33(3)), for the 
following reasons: none of the documents cited 
either mentions or suggests the possibility of 
designing a bone system as realized by the present 
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invent ion . 

2.5 Claims 2-6 are dependent on claim 1 and as such also 
meet the requirements of novelty and inventive step 
of the PCT. 

3 INDEPENDENT CLAIM 7 

3.1 Document Dl, which is considered to represent the 
most relevant prior art, describes (the references 
between parentheses apply to this document) : a 
method of culturing (page 312, column 1, 
paragraph 2; page 313, column 2, paragraph 2) 
osteoblasts and osteoclasts (page 313, column 2, 
paragraph 2) with a mineralized matrix (page 313, 
column 2, paragraph 2) . 

3.2 The subject matter of independent claim 7 is thus 
novel (PCT Article 33(2)) and differs from document 
Dl as described in point 2.2. In addition to this 
difference, the subject matter differs by virtue of 
the fact that it is a method where the invasion of 
the osteoclasts through the carpet and/or the 
nodules of osteoblasts is observed, thus making it 
possible to verify whether a matrix is appropriate 
for use in a model which mimics the bone system. The 
technical effect that ensues from this difference is 
thus the fact the method makes it possible to verify 
whether a matrix is suitable for use in a model 
which mimics the bone system. 

3.3 Thus, the problem that the present invention is 
intended to solve can be considered to be that of: 
how to design a method which makes it possible to 
identify a matrix as being suitable for use in a 
model which mimics the bone system? 
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3.4 The solution to this problem, as proposed in claim 7 
of the present application, is considered to involve 
an inventive step (PCT Article 33(3)), for the same 
reasons as in point 2.4. 

3.5 Claim 8 is dependent on claim 7 and as such also 
meets the requirements of novelty and inventive step 
of the PCT. 



4 INDEPENDENT CLAIM 9 

In addition to the faults mentioned in Box III, the 
subject matter of claim 9 is not novel and the 
present application does not therefore meet the 
requirement of novelty defined in PCT Article 33(2) . 

4.1 Document Dl describes (the references between 
parentheses apply to this document) : a matrix 
consisting of a plate of dentine, a matrix composed 
of collagen and of calcium phosphate and/or calcium 
phosphate derivatives, preferably hydroxyapat ite 

(page 312, column 1, paragraph 2 to column 2, 
paragraph 1) which can be selected by means of the 
method according to claim 7 or 8, as indicated in 
claim 9. 

4.2 Document D2 describes (the references between 
parentheses apply to this document) : a matrix 
consisting of a plate of dentine, a matrix composed 
of collagen and of calcium phosphate and/or calcium 
phosphate derivatives, preferably hydroxyapat ite 

(page 135, abstract and columns 1 and 2) which can 
be selected by means of the method according to 
claims 7 or 8, as indicated in claim 9. 

4.3 Document D3 describes (the references between 
parentheses apply to this document) : a matrix 
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consisting of a plate of dentine, a matrix composed 
of collagen and of calcium phosphate and/or calcium 
phosphate derivatives, preferably hydroxyapat ite 
(page 1535, abstract; page 1536, column 1, 
paragraphs 2 and 3) which can be selected by means 
of the method according to claim 7 or 8, as 
indicated in claim 9. 

5 INDEPENDENT CLAIMS 10-14 

5.1 Document Dl, which is considered to represent the 
most relevant prior art, describes (the references 
between parentheses apply to this document) : a bone 
system model (page 312, column 1, paragraph 2 ; 
page 313, column 2, paragraph 2) comprising 
osteoblasts and osteoclasts (page 313, column 2, 
paragraph 2) and also a mineralized matrix 

(page 313, column 2, paragraph 2) . 

5.2 The subject matter of claims 10-14 is thus novel 
(PCT Article 33(2)) and differs from document Dl as 
described in 2.2. Furthermore, the technical effect 
that ensues from this difference is also the same as 
that described in point 2.2. Claims 10-14 differ 
from one another by virtue of the fact that the 
model is modified so as to use it in the study of 
various pathologies which can affect the bone 
system . 

5.3 Thus, the problem that the present invention is 
intended to solve can be considered to be that of: 
how to design a bone system which mimics the bone 
system and which can be used for the study of 
various bone pathologies? 

5.4 Needless to say, the solution to this problem, as 
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proposed in claims 10-14 of the present application, 
is considered to involve an inventive step (PCT 
Article 33(3)), for the same reasons as those stated 
in point 2.4. 

6 INDEPENDENT CLAIMS 15 and 17 

6.1 Document Dl, which is considered to represent the 
most relevant prior art, describes (the references 
between parentheses apply to this document) : the use 
of a bone system model (page 312, column 1, 
paragraph 2; page 313, column 2, paragraph 2) 
comprising osteoblasts and osteoclasts (page 313, 
column 2, paragraph 2) and also a mineralized matrix 
(page 313, column 2, paragraph 2) . 

6.2 The subject matter of independent claims 15 and 17 
is thus novel (PCT Article 33(2)) and differs for 
the same reasons as those described in point 2.2. 
Furthermore, the model is used for testing molecules 
in terms of their therapeutic or toxic effect. 

6.3 Thus, the problem that the present invention is 
intended to solve can be considered to be that of: 
how to design a bone system which mimics the bone 
system and which can be used for studying the 
therapeutic or toxic effect of molecules. 

6.4 Needless to say, the solution to this problem, as 
proposed in claims 15 and 17 of the present 
application, is considered to involve an inventive 
step (PCT Article 33(3)), for the same reasons as 
those stated in point 2.4. 

7 INDUSTRIAL APPLICABILITY 

The subject matter of claims 1-15 and 17 is 
considered to be industrially applicable in the 
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biomedical research field . 
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Box No. VII Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 

Although claims 10-14 and 16 have been drafted as 
separate independent claims, it appears that they have 
the same subject matter and that they differ only by 
virtue of a variation in the definition of the subject 
matter for which protection is sought and by virtue of 
the terms used to defined the features thereof. 
Therefore, these claims are not concise and thus do not 
comply with the requirements of PCT Article 6. 

Although claims 15 and 17 have been drafted as separate 
independent claims, it appears that they have the same 
subject matter and that they differ only by virtue of a 
variation in the definition of the subject matter for 
which protection is sought and by virtue of the terms 
used to defined the features thereof. Therefore, these 
claims are not concise and thus do not comply with the 
requirements of PCT Article 6. 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 
Continuation of: 

Box III 

Claim 9 relates to a very large variety of products. A 
support within the meaning of PCT Article 6 and/or a 
disclosure within the meaning of PCT Article 5 can, 
however, only be found for a very restricted number of 
these products claimed. In the present case, the claim 
lacks support to such an extent and the disclosure of the 
invention in the description is so limited that a 
significant search covering the entire spectrum claimed 
is impossible. Therefore, the search was limited to the 
parts of the claim which have a support and a disclosure, 
i.e. the parts relating to the following compounds: plate 
of dentine, a matrix composed of collagen and of calcium 
phosphate and/or calcium phosphate derivatives, 
preferably hydroxyapat ite (see page 2 of the 
description) . 

Independent claim 16 is covered by the provisions of PCT 
Rule 39.1 (iv) since the subject matter of the claim 
comprises a method of diagnosis applied to the human or 
animal body. 

The present Authority considers that the subject matter 
of claim 16 is covered by the provisions of PCT Rule 
67.1(iv). For this reason, no opinion will be given on 
the question of whether the subject matter of this claim 
is industrially applicable (PCT Article 34(4) (a) (i) ) . 
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